-Comparison of RT-PCR results for candidate genes (chosen on the basis of literature citation and expression profile), relative to 18S. Table S3 -RT-PCR primer and probe sequences and gene co-ordinates for genes in MOD QTL
Fig. S1
-Endogenous rat renin expression. Endogenous renin expression was measured by RT-PCR of kidney mRNA samples, collected before and after induction for 7 or 10 days (n=6). Pathology scoring: We tested for differences between the animal groups in the presence of hallmark MH destructive vascular lesions in the 4 tissues (mesentery, pancreas, kidney, heart) at 7 and 10 days after induction. (For day 0, 7 and 10 resp: Ren2L -n=4, 10 and 6; Ren2.L-Mod-F -n=6, 8 and 6; Ren2.F -n=3, 10 and 11; Ren2F-MOD-L -n=5, 12 and 10). When animals were pooled into 2 groups discriminated on the MOD QTL, pathologic scores were more severe for the MOD-F QTL than the MOD-L QTL (mesentery 7 day, p=0.00001; mesentery 10 day, p=0.0009; kidney 7 day, p=0.001; heart 10 day, p=0.007). Moreover, pathology was significantly more severe in the pancreas at 7 days for Ren2L-MOD-F than other genotypes (p=0.006). By contrast, when animals were pooled into 2 groups discriminated on background strain (Fischer vs. Lewis) there was no significant difference between strains in any tissue or time-point (Fisher's exact probability test, 1-tailed). This was due to the confounding averaging effects of the significant differences related to the MOD QTL status within each strain group. Hence, the comparative severity of tissue pathology (presence of MH microvascular lesions) in multiple tissues was determined by the MOD QTL status. Residues that make contact with the inhibitor, or with an essential zinc ion (green) are shown in orange. RH panel: Structural view of ACE with the more bulky side-chain of a phenylalanine residue modelled using Swiss-Model. Two new contacts are made, with structural residues 537 and 540. At 2 A o separation, some structural rearrangement might result. However, placement of the variable residue in a loop region suggests that the overall disruption in structure might be minor. In addition, orthologous sequences from a number of non-mammalian organisms, found in sequence alignments present in Pfam, employ either phenylalanine or methionine at this position (data not shown)-suggesting that multiple residues are indeed compatible with this position.
